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DETAILED ACTION 
Continued Prosecution Application 
The request filed on 10/22/01 for a Continued Prosecution Application (CPA) under 37 
CFR 1 .53(d) based on parent Application No. 09/244984 is acceptable and a CPA has been 
established. An action on the CPA follows. 

Claims 41-43 and 45-66 are pending in this application. Claim 66 in newly added. 
The replacement sections for the specification have been entered. The paper requestmg 
the transfer of the CRF from a related application is being processed. 

The IDS filed 10/22/01 has been entered and considered. An initialed copy of the PTO 

1449 is included with this action. 

The declaration of Dr. Barone under 37 CFR 1.132 filed 10/12/01 is insufficient to 
overcome the rejection of claims 41-65 based upon 35 USC 1 12, firs, paragraph, scope of 
enablement as set forth in the last Office action and will be addressed below. 

Drawings 

Applicant is required to submit a proposed drawing correction in reply to this Office 
action However, formal correcfon of the noted defect may be deferred until after the exarmner 
has considered the proposed drawmg correction. The PTO-948 Draftsman's Drawng Revtew 
was mailed with paper No. 9, mailed 8/3/00. If applicant requires a copy of this form, one can be 
provided. Failure to timely submit the proposed drawing correction w,ll result m the 
abandonment of the application. 

Claim Rejections - 35 USC §101 

35 U S C. 101 reads as follows: 

requirements of this title. 

Claims 41-43 and 45-65 are rejected under 35 U.S.C. 101 because the claimed invention 
is directed to non-statutory subject matter. 
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The claims are drawn to methods which only manipulate data, with no concrete 
application outside of the computer on which the method can be performed. 

MPEP 2106 addresses computer-implemented inventions: "To be statutory, a claimed 
computer-related process must either: (A) result in a physical transformation outside the 
computer for which a practical application in the technological arts is either disclosed m the 
specification or would have been known to a skilled artisan (discussed in i) below), or (B) be 
limited by the language in the claim to a practical application within the technology! arts " 
"The claimed practical application must be a further limitation upon the claimed subject matter if 
the process is confined to the internal operations of the computer. If a physical transforms 
occurs outside the computer, it is not necessary to claim the practical application. A disclosure 
that permits a skilled artisan to practice the claimed invention, i.e., to put it to a practical use, is 
sufficient. On the other hand, it is necessary to claim the practical application if there is no 
physical transformation or if the process merely manipulates concepts or converts one set of 

numbers into another ." 

Claims 41-43 and 45-65 do not recite statutory computer-implemented processes. Claim 
63 recites a method of acting of a set of data (atomic coordinates) and using them to virtually 
design and virtually test for binding ability. As set forth in MPEP 2106: If the "acts" of a 
claimed process manipulate only numbers, abstract concepts or ideas, or signals representing any 
of the foregoing, the facts are not being applied to appropriate subject matter. Thus, a process 
consisting solely of mathematical operations, i.e., converting one set of numbers into another set 
of numbers, does not manipulate appropriate subject matter and thus cannot constitute a statutory 
process. This has also been addressed by the courts: a process that simply manipulates abstract 
ideas without some claimed practical application is non- statutory, e.g., a bid (Schrader, 22 F.3d 
at 293-94, 30 USPQ2d at 1458-59) or a bubble hierarchy (Warmerdam, 33 F.3d at 1360, 31 
USPQ2d at 1759). 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 
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Ltemplat=d by the inventor of carrying °"t 1» S invent,™. 

Claims 41 42 45-63 and 66 are rejected under 35 U.S.C. 112, firs, paragraph, because 
the specification, while being enablmg for methods of designing TACE-associafing compounds 
using the particular atomic coordinates listed in Table 1, does not reasonably provde enablement 
for the breadth of the claims. The specification does no, enable any person skilled in the ar, to 
which i, pertains, or with which i, is most nearly connected, to make and use the inventton 
commensurate in scope with these claims. 

Applicant has submitted the declaration of Dr. Barone to address this reject™. Thts 
declaration is insufficient ,o obviate this rejection. The declaration states that the spectfic 
disclosed coordinates of Table 1 of the mstant invention were used to design a number rfTACB- 

vitro assays. This showing is not commensurate in scope with the rejected clatms. The rejected 
claims do not require the particular atomic coordinates recited m Table 1 . 

As set forth previously, the specification disc.oses the co-crystallization of a particular 
associating compound with a specific, non-native TACE. A particular set of atomic .oord.nates 
is generated from this particular co-crystal. (Table 1) The truncated and mutated TACE rs 
significantly changed from the native sequence. The polypeptide used for the co.rys— n 
consists only of residues 2,5-477, has two amino acid changes, and adds a Hist,d,ne tag to the C- 
terminus of to seated polypeptide. Once the co-crystals with the specific associating 
compound were obtained, X-ray attraction coordinates were obtained and reported for only 
amino acids 219-474 of the truncated polypeptide. The specification does no. addr^s : the 
potentia. s.eric hindrance, or strucutre changing effects the missing 2.4 residues of .he TACE 
oiypeptide may have on the resulting crystal structure, nor does i, dtscuss the effects of addtng 
.he Histidine tag. Histidines are highly charged, and would be expected to have sigmfican, 
interactions w„h its polypeptide environment. Finally, .he mutations of a serine and glu.am.ne 
to less charged residues alamne and glutamic acid wou.d also be expected to have effects on any 
resulting structure due to the loss of charge. 

As addressed previously, crystal.iza.ion of pro.eins is a difficult, and non-exact sctence. 
Even havtng the crystal stmcture of one protein does no. necessari.y properly predict the nature 
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and sti.cti.re of a * or stated protein. (Gmi.and e, al. .996 Current Opinion in — 
Bioiogy Vol 6 p 595-603) The effects of various changes to the protein are no. ahvays 

PNAS USA Vol 95 Pages 3408-3412: PTO-1449) draws no conclusions about the "^j^ ^ 
efll indicates to the costal structure of the truncated polypept.de "shows that TACE 

applicable .o TACE ca.aly.ic domain polypeptides or native TACE polypeptides . Thrs .s a 
cLipieceofinformationforthedestgnofassocatingn.olecu.es. Maskos et al fcrther 

of TACE and the MMP's is significantly lower than previously though.. Th.s tn .cates a 
pr evi„us homology and sm.ctural design experiments were incorrect in their p— .to 
TACE had high — homology «, .his family of known pro.ei„s. FmaUy, Maskos e. a.. 
«Tto "TACE exh,b,s, however, several — peculiarities regardmg surface charge and 

This inclusion underscores tire unpredicabilhy of .he prediction of protem structure, and .he 
results of modeling inhibitors based on that prediction. 

While working examples are no, per se, reared, the specification must prov.de an 
enabling disclosure for the invention as is now Canned. While *. skill in .he ar, „ pro em 
rystall graphy and computer structure analysis is high, to same art is highly unstable 

^rotem in question is retired m order .o assess those predictions w,th any „ 
The claims do not se. forth .ha. specific X-ray s.ruc.ure, and are therefore no. enabled. 



The 



following is a quotation of the second paragraph of 35 U.S.C. 1 12: 
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subject matter which the applicant regard, as h» rr.vent.on. 

Claims 43 64 65 are rejected under 35 U S C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which appltcan, 

regards as the invention. 

The metes and hounds of the phrase "or a substantial par. thereof in reference to atomic 
coordinates areunciear. How much of the information in Table , represents a "substanua! par, 
How would one of skill in the art be able to determine where the cutoff is when ehrmnafng data 
from Table 1? How much of the datafi-om Tab.e 1 is required to practice the inventton ,s 
claimed? As such this limitation renders these claims indefinite. 

Double Patenting 

The nonstatutory double P^**-^„"J^S1SS'« 

grounded in pubhc policy (a pa fig - reflec ^ » » mi tt p J reve „, possible 

improper timewise extension of the right to exclude grant y v pM 2010 (p ed 

JasLnt by multiple assignees ™£ ^ ?„« Van Ormnn) 686 

^^^^^ 

CFR 3.73(b). 

Claims 63 41 42, 45, and 66 are rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claimlS of U.S. Paten, No- 
5 830 742 Although the conflicting claims are not identical, they are not patentably distinct 
from each other because the conflicting claims all se, forth methods comprising using a 
determined ,hree-dime»si„nal structure of a T ACE peptide or catalytic domain to design an 
associating compound, that is also inhibitory. 
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Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was desenbed in a patent granted on an ^^^^S^^^^^^ 
kites before the mvenuon thereof by the app hean f^J^^^ZZ before the nrvenuon 
has fulfilled the requirements of paragraphs (1), (2), and (4) ot secuon j;iu 
thereof by the applicant for patent. 

The changes made to 35 U.S.C. 102(e) by the American Inventors Protection Act of 1999 
(ATP A) do not apply to the examination of this application as the application being exammed 
was not (1) filed on or after November 29, 2000, or (2) voluntarily published under 35 U.S.C. 
122(b). Therefore, this application is examined under 35 U.S.C. 102(e) prior to the amendment 
by the ATP A (pre-ATPA 35 U.S.C. 102(e)). 

Claims 63, 41, 42, 45 and 66 are rejected under 35 U.S.C. 102(e) as being anticipated by 

Black et al. (US 5,830,742). 

The applied reference has a common assignee but different inventive entity with the 
instant application. Based upon the earlier effective U.S. filing date of the reference, it 
constitutespriorartunder35U.S.C. 102(e). This rejection under 35 U.S.C. 102(e) might be 
overcome either by a showing under 37 CFR 1.132 that any invention disclosed but not claimed 
in the reference was derived from the inventor of this application and is thus not the invention 
"by another," or by an appropriate showing under 37 CFR 1 . 13 1 . 

Black et al. disclose TACE polypeptides, catalytic subunits of TACE polypeptides, and 
methods of using the three dimensional structure of those polypeptides for the design of 
inhibitors. Therefore, Black et al. meet the limitations of the above rejected claims. 



Conclusion 



No claim is allowed. 



1NO ciami is dnuwtu. 

Any inquiry concerning this communication or earlier j^ 3 ^^ 133 The 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Woodward, can be reached at (703) 308-4028. 

Official fax numbers for this Art Unit are: (703) 308-4242, (703) 872-9306. An 
unofficial fax number, direct to the Examiner is (703) 746 5279. Please call prior to use of this 
number. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the TC1600 Receptionist whose telephone number is (703) 308-0196. 
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